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PROBLEM TO BE SOLVED: To 
provide a preparation capable of 
suitably inhibiting dipeptidyl 
peptidase-IV activity and having 
excellent convenience or compliance. 

SOLUTION: This sustained-release 
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peptidase-IV inhibitor and a 
hydrophilic polymer. Further, the 
sustained-release preparation contains 
the hydrophilic polymer in an amount 
of 5 wt% based on the preparation. 
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l 1 1 

[HfSfcJil 12] 
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IUMfcT*J-r*4»**9» 10 4fcfil 1 OV%-f*i^»-IB«0*»Jo 
1 4 ] 

wu&*fc***9 * i o **:« 1 1 (D^-ftifrKMmv&Mz&^-rzz h *'%&t't 
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«)GIP- l (glucagon-like peptfde-ltoTOffrftfrKt 1 U & 
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SL<&^i#;l*>*i4o 

$ Tts GLP-l^DPP- IVfc J: 4 foffiM %3T$>Z> CLP-K9-36) 7 5 FjMMHLTfWfl 
4 fc, SfWfcDPP- IMfttfcP?' * 3 - .* * ;* * * 9 s s * K v> * £ £ 

Sfefc, Q!IF*Jll*«)-f >^-7*D>-«f&*c*v»T, glJ#fl?"C**4& (depressl 
on) (anxiety) ©Hit JllLfllDPP-I^mwttTfc^fflWr* - 

v>4 *»I1 S *K3#J!R) o 

[0 0 0 3] 

imXm 1 J SR^HIPlD02/062764t^V7 
MWXft 2 ] H££H$W001/55105#A> 7l/yh 

3 ] @^H0WDO2/O256O^/O 7 
[IMMfcfcKl] If" 77-4:^ (The FASEB) % 2002#, &16&. p. 1132- 1134 

-•r^K-^WXA (Am 3 Physiol Endocrinol Metab) % 2002^ % &282# % p.E8 
73-E879 

[IMMI\fcfc3] t'J+a^ -^a^ 7HJ- (MoT. Psychiatry) , 2001# % $6$ 
, p.475-480 

[0 0 0 4] 

£#rt<aDPp-iv?srt4*5i:& tB*t4; t o-ca-r t 

[aUB*#fc-f4fc«>©^£] 
[0 0 0 5] 

*UfclMl, DPP-IV|£#|g £ StK^^? b :H:io-C, 3rM^35!)*S- 

3) »m«!^Kfifcttt&*M-C*itifffil) IB«<7>#&ttS«) ; 

4) lL*ftTft'?*«fltCl) fB«*>&fttt$Sai ; 

1 2) *R*«TOSfcttJ^JBT***|iia) , 10) ifcttl 1) f)V>-f*l3MC«S« 

«>ftH ; 
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13) JHMfcTa-C**lirE9) > 10) Sfcttl 1) <0v»-f*i#fcSE8o8WRl ; 

14) MM^ire9) , io) jfctti i) ov>r*t^nsE«oiyw*K^-r*it 

[0 0 0 6] 

*^©IMM4«aiU * ^DPP-IVa§||#^fttbftiJ^S»Jrt, hit o T 

\ DPP-IV?gttlrattKB*i-4£i:*«TS*« Lfc*«oT, tft^ifc^S&^Rj^i. gyft/B*** 
<, lHUH«>IIR«lc»A#*tv^j{)nr*v»T3RI«tt*J:0 r 3>'^ , 9>f T>^K« 

[0 0 0 7] 

*W*I»'K DPMVHMMU VP^ [&ftMIEX6*«Mft (IUBMB) 
4fl*: EC3.4.14.5] oggtttt* a*? tfrffc*»tt, ^^f-Ktt 

DPP-IVH«Sttli, mK\ife&<T>mmK%l1frtz> rw*> K (R a ymo n 
d) /a^^ffi W7e-f^X (Diabetes), 4 7%, 1253-1258 

*, 1 9 9 8#) j z mm hidjm-xvmm-tzz.t 

[0 0 0 8] 

DPP-IVRa«ll^^t LTH, filTO^ (1) ~ (8) &mfb*-Zo 
( 1 ) W002/062764Kf2«? *Lfc^ : 



0 




(I) 



Aamtt»3*LT^Tt>J:v>5- 1 0ji3f#SI£, 
TUT* .fcHMHHfc** 

Xlii&<£¥> -0-> -S-, -SO-, -SO, -Sfctt-NR' - (R» »*7jctm^ 
*fcl*«t!l**iTv»T'bJ:v»i)tfk**36**f) * ; 
L fit 2 *«>#Hfc**lfc**f] T£3 Itlft-MD f li^OflU 
[0 0 0 9] 

^ (I) TfteftifltefcOJIfcLTtt, II^K^JtiifiWJU, £OJ: 
^**kLTli, W;tl*fc8l&2£i:«>£, #«&2£i:«>£, 

MttfcottetfaftflfcLTtt, *H)*A&, * ^4*4^7** 'J 
, X^-*75^, i/x^/-^75i', hU^-/-*75>, ->'^*n 
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SEE, >SK ^xy|, a/^K, ';>=f®> * ^jw+^K, ^>-t?> 

^ (I) T*3*i*flaMbli, jfeWil»"e*ott, >!Mnfe-c£>oT*>J: <s Hl^ 
[0 0 10] 
(tofr«fl-a) 

1) ->7/S; 

2 ) * )\,& S li # )V ;pg-C-£*L-e*t«ft $ *t"C v> T J: v> c l , 0 7 fl'* 

(0* L< l*x^;w) *fcliCa-, 0 7A'*-/l'a6 (tf*L<ttXT-/l/) ; 

**W*S2~5*>7>i'=i*^j&/i/# x *a6 (ffiKli^ h****^*) ^t>jt 
l fcv>L3iBog&g*#LTv>Tfc«fcv>^&l ~ l o^T^a^^S (&i L 

4) [jfr* L<ttC 1 - t 7>i'*Jl'-*Jl'#x* (0f L < liT^rf-Ji^) , #;w-« 

1 fcv> L3iB<0S&&*;f LTV>T>t> Jrv^-.T;!'*^) - *A"<*-f )K!ff * L< 
li**-*/**"**-^* xfjvA^^jK yptfju*.*/**-* ;k V *<f-)\>u )\<a*: 

5) UI$^Tv>TtJ:v>7^S (jfiKtt, *;k/f^;vT5y) ; 

<fcv\8t£&i~i O07***?";f-jfc L< \t* ] ; 

7) ]S»?tLTv>T<>J:v^tW [0* t<li, 15r^L3<@<7)^Dy>li^"cm^? 

*irv»TiJrv»c,..7^A'* (#i L< li*f-;w h^wn^fji/) „ 

^»2~8 07;i/rr^ri/*;nK~;V^ (02 L < »ix h ^rV^ JVsK— ;w) > -> 

7/g, **/**-f*Jk 7?yi, *y-t^»i^-c 2 . l .7;p*y-f ^7?/^ (fl) 

(flU ^ ^+i/*;^)K-;^75y) , *Mt^f^7?/S, *y fcliv-Cx.i, 7 

75^) , C.x^'J-iv-*^-^^! (ffiU sow ;W7S y) , C,. l0 ->* 
o7;^^-*^z^7Ul, C T . 1J 77Ji'+;i't*->-*;i'*'-^7?yS> *y 
-S^liv-C 1 . 10 7;i'*;b^;u^^;u7?y^ (flU fWji/*-fl/7^ / , 
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% S*)** **t->7 , / , Jii', f7/y;K rh5 s /';;K f'Jv^K fc'n«;;K HJ7V 
4fcli#35f*lfc«*tt <#4L<li* V-f V-f K-/K 5-*+V** 

8) 7 v y 2? J 

1 £v> t 2#e>E»£*3r LTv>T<b J:v>^>4f ; 

1 4v»L2*S>WIUfc**LTV»T* J:v«Mft6~ 1 4 07«J-*JS 
(ff* L<»i7*-;p) ; 
X 

L*«C,-i.7>HH'J' (*if* LOi-CH,-) ; -C&Stt£-«&o 
[0 0 1 1 1 

fettC,.xo7^-^* (0i t<|ii«7 i -;u) ; 

4*v\ift*Sl~l 0fl!)7>U3*V* (ff* L<l*p< ; HK0iL<li, 

3) 7->^S L< H*;w**w>K a/M**^*) ; 

4) «HStiTv»Tt J:v>**** [#4L<«U d. s 7;P*;w£ (fttKtt^f* 

) , *A/#*3^JI/afe, #Mfj*2~8«>7A'3*S'*^4e-*2fc (JfF* L<tt* h + V* * 
tf-^) , ->7>i, 75VS, *7-*fctti>-Ci-i.7*'#7WA' 

75/1 («, 7***7 3 7 % -fy^^-fA'T?/) s C-.tT^a*?"-*** 

-;P73/£ (flU /• (< + y*;^-^7?y) , *JM*^;i/7?^S^ *7-4fctt 

^-C l ., 0 7;i'*;i'-*;M ; e'fji'75>/i (WK ji*-***/**^ ;W7< -/„ v*** 
»jpyt*-f ;i>73/) s C 6 _ 14 7 T ;-.a'-#A"K->«'7 5 /& (M> ^^/-f ^75/) 
s C J .,o>'?n7^;i/-*X'*'-;i'75>'I, CuiT?******- *;nj?-*'7 
^y-*fei±-y-c x .io7;i'+^xA'^-;i/75 (Wis *f-;u*;i/*-*7 
5/, ^f^;v*i;V7^y) > C,.h7'J-;1'^^*^1'7 5>'$* J:CFd_«7 

L2'6<3tt»&*#LTV>T* Jv»£#&£f|g|a (0tL<lis 7'JJK f-^-JK * 
^VlMK **-fr-77V'J;K f-7y;^s Th?yV^ tf'J->*;W> tfPVJK HJ 
7V'J;W) SfcU££«£ttXlt£ (tf£L<l*. 5-^ + VtW7^^-3->f 

] ; 

R^JtaMMfc^Ll 0<D7)V*)V& (#i t < v 7f-;K **^>*;W 4fc 
li££&4frv>L 1 0Ov'^n7^4r;i'7;i/^;i'S (*f f t < n7n tf;py *;w) 

' R 2 #l i^L3«^^n^>M^--pm^$4 v tTv^T ! {>«tv>^i!i:i ^v^t l 0O7;w 
($f4L<li7*;v) ; 
X#-0- ; 

1^0^,7 (»4 t<li-CH:-) 

[0 0 121 

j£ (I) -e^Stli^&Ofc^T&s fcV)*5»t2- [3- (7V^f*) -4-7 
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-f-7V-*-4-#*jK~b U*; 

2- [3- (7 5 -4 -?Y* s y-2-4 77*?-*- 1-**V- 1, 2-->* 

K Ko-6 — f I)*] -1, 3-f7 , /-*-4-**#vl; 
2- [3- (75^^^) -4-yb*f-2- fVT*?-*- 1 -**y- 1. 2-V 
is V*-/ •)*] -1. 3-f7 , /-*-4-*Wt^ K; 

2- [3- (75^^f^) -4-yh**/-2-'fy/fA'-l-**y-l, 2 --7 

i: kd- 6 v+y y *] -l, 3-f7 , /-*-4-**#>lifji'; 
(E) -3- [3- (7?y^f;v) -4-rht , /-2--fyrf*-i-**y-i 

, 2-W Kn-6-4 V*y*))V] -2-7*n^3K; 

(E) -3- [3- (75y^f^) -2 — f V7*f-*-4 -71-*- I 1 
, 2-v*is Kn-6--fV + ^ 'J *] 

3- (75/^^) -2 — fV7*-*- 1 -**V-4-7x-Jl'- 1, 2-VKKB 
-6--T 7*/ 'J>#*Ji?*-9-5 K ; 

2-{ [3- (73^^*) -2— f V^f*-4-7xi*- l-**7-l, 2- 

y is fd - 6 - - f v * y y * * s^r * * $ £W £ u> 0 

[0 0 13] 

(2 ) W095/15309& KfEfcS *l*5$; : 
[ft 2] 




R 



f lil *fc»4 2* ; gliO, 1 * tz\$2 £ ; Xtt-CH 2 -0-, -S-, 
-SO-, -S0 2 -ifcK-NR' - (R s ttTR^IS^tfcttQ- ,7***&*^-7 
) * ; Rfi^^K ->7^i, -CHO, -BCOH) 2 , -P(0)(OR» X -CCR 
4 Sfcli-CH = NR 8 (R 4 l±*^m^> 7*;|I?, Q_«7***&, 
, ihnJS, -OR' > -CO, R 3 £fcM:-COR 3 * (R 3 tittEi: H****^) 
;R* l*7*^*&, —OR* , -OCOR' >✓***-:/&* (R 8 

MttMB fcra»ft**-r) * ; Annmz fix \<*t t> x\,*t $ ? 

5t«K R* "C^^itiQ- ,7***36* LTIi, fllxJ**?-*, xf*, 7*ne*, 
-YV7*ne*, 7*?-*, 4 77*?-*, sec.-7*f-*> t.-7*?-*, ^tvf-*, -fv^^f-* 

2,2--7^if-Jl/7'f-*, 3,3— y*f>*7**-*, 2-:nf-ji,7'f-*fc^& s #tf£>*tSo 
[0 0 14] 

A-c^?its rS»?*tT^T>b<}:^7?yK®£j Kfctta 7 ^ 7 B$S&i LTii, 

ii-C, «-7? ■/ Si LTIi, 0!);itf79-:<\ 7**~>, 7X'*J*>, 77* 

, 'J^V, ^f*x>, 7x-*79->> 7*n -fe'J>, M^^V, HJ7*h7 
r'A f-XJ'yy^ ^'J7, ->b*yy> #*~^>\ *t->Xf^ V$ttf«3Sif £*t4 0 

/9-7* LTii, fll;Ltf/?-79~:>', ^-7^^^nyn;Oi, fi-7<JU 
?n7?>|, /?-7?y-^n^>?>E /?-75y->^o^t>E /?-7 5A> 
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±f£L/t: «-75 7«*5J:a r £-75 7RJ*, Dfc, L# % DL#m>-f *fCt J V>*«, 
[0 0 15] 

±127 5 ymn&it. 7 5 J m « 75 7 31 *fc 1*7 5 7 ftffl«±K: 1 4 v> L 2 

ft rmsifci/»T*j:ir>jiet*»*j K*snz§nt&%&t lt«, ,7 

A/* A/16, C,_ „-^D7M*S, Q_ ,7**-*3k» C,_ XI i/ 9 UTPtr C 
,7Hi*J, C_ 12 '^07** ->'jc^A/g, Q_ i4 7 , ;-*3£ (#2L<Ji7x 
-*3£) , Q- n77;^^I ($f* L<li^>-7*4, 7i^f^I) , 7^7-f* 

8]*fk*X36li* S&TO*fcftfcl*v>L3#3«£*#LTv>T*.fc<, £OJ: 
^4«M6fcLTtt, «A«r^oy>K^ (Jff*L<tt7?** tt*) ;-777£;7-7 
*H"CB**iLTtJ:v»*Wg: Kn*5/.?t**Jfc;l4v»L3««>/>n$»>JC^ (ff 
* U< 1*7**) •Ct&3*rCHT*> J:v>C»_ ,7*3*5/36 ; gift? jlTV»T>b «fcV>C, 

r7^Hfe-c«s*Lf*iJ:v»*«36j K*itft 7 -7*36 fc LTtt> Wx. tfftrfe 

Lfcf&MH- afc*5»tSA3£e>mJfcgt LT«jjSLfc73'*36;a<3*»7&*t4. 
r*»S*LTv»T<>J:v»Q_ 14 7'J-*36J fc*»t4Q- 14 7';-*36fc LTri, «*. 

r«*3iiTv>T*J:v>t**llt36J t*»t*M«i LTtt, «jt«re»;y* 
e »; 5 -7*£, f 5 -7*36, * 7 y *36, -fvt/'j *36* * 7 +-9- «; *£* *ra<#£ 

§eq- X4 7»;-/Hi*j: w#«attt, mfturttftfiitK i ^v>l3-®os^s*^l 

T.v»T«bJ:<, ? L"Cti\ «x.l^nyvg^ (#$ L < 1*7 y *, £ 

*, A*) ; ->77S ; - hni ; q_ ,7 IP*** ; 1 ^^L3m<o^vy>M^ ($f 
f L<l*7?*) -Cfi&3*lT<>.fc^C l _ s 7*3*-7&; * *#*S'*36 ; 
*36;Q- ,7******-*36 ($f t L < <*7 * >***-*36) ; Q_ ,7***4 
-c*7 -tiz\±*J-W8k%*>X^X*> J:v>7 5 7***^*4 (ff*L<li->Vf*7 5 
7***-*£) 

hn-2-e«j -7*7 5 7&, 5-777-2-ey -7*75 2-eu 5-7*75 

2_ 7 '7* 7 5 7 36t£"C£><2>o 

SITE rSftStiT^Tfc Jrv°f^'J'7-*36J fciSll&Wt&Hsb LTIi, fllx.tfQ- , 
7***31; K3*-77f-*4 ;H&f2 nitfc£ tiTv^T <> JnC,. 14 7'J-*S$fcl* 
Sift? *it^t * ^ffi^St^-e^y - £ Ttfi-7-fiJfe? ttT *> £l/>7 5 7 &J 
fSI^Lfc r©ft$*tTu>T<> «fcv>Q_ 14 7U-*3fcJ *<tl7 rS&S*iTV>T<bJ:^&^ 

[0 0 16] 

JtfB r7 5 7Sfl90±<DlHft4J i:LTJi> ^x.tfttl^$ *iTV»"Cb J: v»#Mk**36, 
l^r^LSIB^nyyli^ (0 $ t < J*7 y^) Tli&?*i"CHT<i> J: v^Q. 4 
,7*3*^31, 7-7*4, *IT^T4 * V»7 5 J iftfmif $> fl&o 

iit, rs^^ttT* J:v»£flafc*3kj fc*»t4Htft**fc lt<*. ^Jx.tfQ. 10 7 
***3I. Q_ i,'7^a7***36% io7*^-*4x c,_ XI '>^n7*^-*3t4 



CO 
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Ii7-tf-^75yl) > fcKn*-7&, Q. 6 7*=r*-7g> (#iL<ttfcfy 

~7*) ft*******.*, 

±Ifi r7-7*&J klXiU «ft«*iTv»T'bJ:v»#«*fl!3|fJ|-#A'#-n/i6jWff* 

<lt7?I) -C»?*LTV>T<feJ:V»Q_ ,7***11 (flK MJ7**njC**£) % C 
1 _ < 7*n*->^> C,. t 7***3t"C*y-*fcttf-W$*LTt>TtJ:v»75>'^ 

, fcKn+^fc, **#*->*^J:U r Q_ ,7***-**-7#*#-*£^*>iItf*t 
«1t&£* 1 «rw» L 3**LTV»T* *v»*S****(»* L < Wtey -77, eg *r-7 

7, eg 3-77, e?-77, -fsrv~*, e?7~-*, *7V-*, ^7*77*-*, 
* * * V - * x -f y ft W & n * o 

±12 rm&3*LT<>«}:v>7S KfcttSSftg* LTli, fflxJ* # *#*-7*&> 
» */*£***, Q- ,7***-**^**#-***J: tf*a*«*8M6 (»4L< 
liey-7*) *&>Itf*U>fi&g£ l 4v»L3*#LTV>T<> <fc^Q- «7***&ftif 
jWttffeiL*. 75>»«±Ui, KKDti/J, #****-7* 

75 /&fcfc*i*i'£L'CV>T<*>*^o 



* (II) ^?*i*<k£-$?>£i:LTIi, ft (I) T%$ti&ft&%><0&kmtilt<Dl><D 
ft (ii) fcjjcJMtrcfcoT^ **D$-c&oT<{> J: <, Sfcfc7 

[0 0 18] 

ft (II) ^3*l*fc**<&Mft«fcLTtt, ft 

Kk3] 



"C^S ft* (2S)-l-{«2-[C5-$/7 y e g -7 7-2-f *)7 5 * ]x*M7 5 * >7-t**>-2 
-77*-eny-77 (DPP-728) (WD98/19998Uf2«) , 
ft 
Hb4] 



T?g $ it* C2S)-l-{ [(3-fc K o * -7-1-7 7" v 7 * ;t/)7 5 7 ]7 -fe **}-2-7 7 / n g 
-77 CLAR37) (W000/ 34241UIB«) * 

(2S)-l-«{2-[Cl-e g 5 -7 7-2-W )V e^ »j -7 7 *}7 5 7 }7 -t* *}-2-7 7 7 -kf 
ny-7y (WD02/30890£fafO % 

(2S)-l-{{{2-[(e9-77-2-^ ;1073 /]x**}7 5 * }7-bf M-2-v7/-t:n V -77 
„ (S)-l-{l-[5-CN,N--77 **7 5 7 ^ ** -*)-2-fc? >J -7* 7 5 7 ]-2-> f;i/-2-7"0 fcf 
*7 5 7>7-fe**-2-eng-77****-hg* (K-361) (W0O2/51836Kf2«) , 
ft t'^w-CN'-g^^ y ;iO-2-7 7 y -en y -7 7|»#* ; 



[0 0 17] 
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5$ 

lit 5] 

o 




•e^£ti&L-thre&~f yn.f-y;i> f-7yjs?y (P32/98) „ L-allo-f v n 5/ ^ 
T/U-W, L-threo-f ynw-»w bfn'J-y>. L-«no~f y n>f -y/u fcfoy-yy, L- 
;t9jv en'j-yyiirof-Ty;-yy**vMiea>j-yy^#fr (wooi/72290£ t-nfg 

[0 0 19] 

(3) W»l/55105KiSE*c3JU:N-jt& 2 ->7> t: n-)H3 J 2 - ->7 >> t'n 'J yff 
**• 0* U< WU (S,S)-H2-7 5 y -3.3-vV f J ^/)-2>y t KO-lH-l^n — 

(4) W002/02560{CEm$tl7b«tSg<k^o Iftt L< tt, 7-^ty .y;p-8-[6-(fc Ko* 
-yy f-fl/)-l,4-y7-if^y-W ;w]-1.3-v'y. ?-;u-3,7-y Ko 7'J >-2,6--y* > c 

(5) W001/68603H|B«$*i/c, nyn^O fcjjSSjt Lfc en y -y ft$ L< 
11, as, 3S,5S)-2-C(2S)-2-r 5 y-3,3--ypt ^]-3--y 7 y-2-7-9*e-y * D [3. 
l.ops^y, 

(6) W»2A427lK:se83*l*:y-n 'J y L< li> (2S)-l-[(2S,4S)-4-C3-* 
nn-4-i vr J 7xi*)7? ^-2-kTn u -V-)W*;i'^-^]-2-v'7y tfny -yy,, 

( 7 ) W002/3854l£iE«3 tltz *s 7 J M V >J V V ggfto <Jt L < l±% C2S,4S)-1-[C2S,3 

S)-2-7 5 y -3-y y 9 J 4 ;p]-2— y 7y-4-7^nenu^>, (2S,4S)-2-y 7 
y-4-y;i/^n-l-[(l-i: Kn^-^f ii/)j/^n^>f ji/75 y]7-fef-^t' n 'J 3»\ (2 
S,4S)-2-yTy-4-y;V^-n-l-Cl-lc KBtiz-J-T^Vf ;)7*f *lin 'Jv 

(8) W0O2/O256O, WD 03/055881, W0 03/040174, W0 03/037327, W0 03/035057. W0 03/ 
035067, W0 03/024942, W0 03/024965, WO 03/004498, W0 03/004496, WO 03/000250, WO 

03/002530, WO 03/002531, WO 03/002553, WO 03/000180, WO 03/000181, EP 1258476, 
WO 0251836, WO 02/68420, US 6432969#KlfE«3 Jlfc-ffrfr* ; P93/01* 

[0 0 2 0] 

mM*ffikm9 0 OinL*JBv>TA«K*'*>H*c*l 0 0 r p m<D&ft-?%1& Ltz%& 
S. ffl&T&b LTIi, fOAJfx ^T$^m»J+<?)l!l^ J l 0 0%£fflLfci:£O 

) **J6Lfcl&#<^ 1^11^3 0^m^iMt*^J^^><Oil!fe^iH$* s 8 5 96J^l±-t?^ 
[0 0 2 1] 
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8a*tt*4fr*«>*iftli* «iltf2l*%*»«OttK (j895eSJ£ : 20t) t UT, if 
S L< ti ImP a - >fli, J:»)^L<li4mPa • s&±T&& 0 *S&^<*>&Jfc14ft 
SJKfc^Tti, X#fcLTfflv»^it*a*ttJffl^fl!)«f**P»"r*ifcKJ:-3T, ftft 

WcMfl^WjMWfcLTtt, HPC-SSL (iSA£> B$Wg (*) 55) (20C 
K*»t*2B«%***OJ(fift : 2. 0-2. 9mPa • s) , HPC-SL (ffA«, 
B*WJt (*) ft) (20C^*lt42JUi%*»*««fflP: 3. 0-5. 9mPa-s) 
, HPC-L (BA«* B^Wil (*) ft) <2CTCfcim*2a*%;fc**«>ttR : 6. 
0-10. OmPa • s) , HPC-M ffi&Z, B*Wg (*0 ft) <20UfciJtt*2 
SS%*i§ifcO*fij£ : 1 5 0-4 0 OmP a • s) , HPC-H («A«, B*Wjl (# 
) ft) (20CK*»t*2a*%*»»«)3l6R : 1 0 0 0 -4 0 0 OmP a • s) 
Kn*~>:/ofc?;i/-fe;i/n-;* (HPC) \ 

(ffA«. «*Mk*X* (W) ft) (2OTSK*tt* 2** 
tt&:ft4mPa-s),TC-5RW <BA«« Mmt&xm (*) ft) (20tfc£»t 
S2£ft%;fc*fc<7)>ttJ!a?:ft6mP a ■ s) , TC-5S <RA«* «HMb*Xft (#) 
ft) (20CK*»t*2!lJI96*»*«)3ttaf 5mPa • b) , *l»o-X6 0SH- 

5 o <» a«* Mmt&nm (m ft) (2ucK.*\fiz*m%*miti0>m : 5 o m 

Pa-s)^ hn-X6 5SH-50 (ffA«, #»b*UR (#) ft) (20CKSI* 
*2**%*#«wttR:lb5 OmPa • s) . * FO-X9 OSH-100 (iffAg, 
Mtft*X* 080 ft) (20Cfc*»**2£*%***<&*iJfc :&100mPa-s). 
*hn-X90SH-100SR (MA£, ftfcfb^XJII (*) ft) (20Cfc*lt*2Ji 
*%jjc**©JttJE:*&l 0 OmP a • s) , ^ hn-X6 5 SH - 4 0 0 (BA£, 
it^XM (80 ft) (20£fcim*2**%;fc**«>*J* :^4 0 0raPa - s) > ^ 
n-X9 OSH-4 0 0 GSA£, #ttfl:#Xft (#0 ft) (20t3fcj3tf*2*Jfc%;dc* 
«Ottflf :Hl4 0 0raPa-8) ,^ ha-X6 5 S H- 1 5 0 0 (jgA«> €&-ft:#X 
m 080 ft) (2t>ce*it*2ji»%*iK8[©3ttft:j&i 500mPa-s),^hn- 

X60SH-4000 (0A4^ ^MfL^XjR (#0 ft) (20Cfcfctf-* 2**96*** 
Wtt* :«j4000mPa • s) x ^M3-X65SH-4000 (iff A&, €M<fc*X 
* (W) ft) (20CK*lt*2B*%*#a[©«fJt : 4 0 OOmPa • s) . ^hn- 
X90SH-4000 (ffA« % #j&H"fc£X!5t (W) ft) (20ClC*»t*2S*%**» 
0*5JK:ft4 0 0 OmPa • s) > ^ h0-X9 0 SH-4 0 0 0 SR (M45, %mt 
^X3R (#) ft) (20CK*»t*2ftft%*ttA*>#iK :f&4 0 0 0mPa-8),^f 
o-X9 0 SH- 3 0 0 0 0 (M«, fttfrfl&X* (ft) ft) (201D K4»»t *24*% 
7k**<OiteS : ife 3 0 0 0 OmP a • s) ^ hn-X9 OS H- 100000 (HA£ 
s «fcfl#Xft 080 ft) (20T Kjm*2£* rmooooomPa 
. s) , M3-X90SH- 1 0 0 0 0 0 SR (ffA«, #&<fc^X£ <*) ft) (20 
tKfc»tS2M*%*fcj0M>ttft :»1 0 0 0 0 OmP a • s) *f*>fc Ka*->Xnfc? 
JMf-JHsA/P-X ; 

p» hn-XSMl 5 (|SA«, #»fb£Xft («) ft) (ttft : *b 1 5mPa • s, 2S 
*%*»»L 20 r) , *hn-XSM25 (BA«, Mk^Ii W) ft) (20CU 
*J»t42S*%**fa<7)iteJt : #t7 2 5 mPa • s) ^ > l-n-XSMl 0 0 08A&* € 
j&lfc^Xft (1*) ft) (20C(ciJit*2fi*967lc**ottJS : ft l 0 0 mP a • s) , > 
hn-XSM4 0 0 («SA«. «*Mk^Xj|| (*) ft) (20Cfc*»t*2S*%*»*w 
«iE:^4 0 OmP a - s) , ^ ba-XSMl 5 0 0 (^S B t a^^ Mtt-ft^Xft (*) ft 
) (20CK£lt*2i*%jfc8*©!ftjK:f&l 5 0 0mPa'3),^ bn-XSM4 0 

o o (0A«. #S<b^xig (#) ft) (20t; fc* »t a 2** : o o 
OmPa • s) , ^hfl-XSM8 0 0 0 (RA«, MM'fk^X* (Ht) ft) (20"Clii» 



(12) 



JP 2004-123738 A 2004.4.22 



VZ2M*%&$m<o1tljfc:%}8 o 0 OmPa • s) fc*V>.*f-/H:>un-* ; 

WSR N- 1 2 K jlz.*>%-,U KttS) (20T fc£>t*2gfi%;to§$ 

OM: 4 0 0- 8 0 OmPa • s ) , WSR N-60K i-^*-/^ 

K&SS) (2OrK^lt2>2M4%^?0[(7)jft!iS :2000-4000mPa-s),WS 
R 30 1 a-t^*-^|>tS) (25rK£itaiM%*^?6tf>*!iJ£ : 

1 5 0 0 -4 5 0 OmP a • s) , WSR Coagulant (jgp°£> a^*;/*- 
>t-f PHtS) (25^Hfe»tSlSft%7k^Oiteiaf :4 50 0~7 5 0 0mPa-s) , 
WSR 3 0 3 3-~*>ij->U Ktt») (25r££lt&lg*%;*C?g?£<7>sft!i 

S:7 5 0 0~1 0 0 0 0raPa-s),WSR 308 (i§p a B £, JL^*>*-/tW K 
tt») (25T?fcjbSt*:i«%*&?£<0#iJ& : 10000-15000mPa • s) 

S: 1 2 0 0- 1 8 0 OmPa • s) ^ ^vn-XF-3 0 OMC (jSp D n £, B*fttt% 
«) (25tfci3»t*im* 2500~3000mPa • s) ^ -fr^n- 

XF- 10 0 OMC B*&imm (25tU*»t^lM%^cM«0)teE : 8 

000-1200 OmPa • s) Jfcir$>*jH?*3'.*?-JH»jHi-.x:J- HJ £A ; fcifri* 

[0 0 2 21 

oTHfc&# % 0Jx.tfl~9 0M%, »^ U < »±5 ~ 8 Oft%7i£. 
$hfr : ?'<?>m&Zi?K£oT&%&1)K 5-9 OSS%, fflL<l±l 0-8 Ofi* 

[0 0 2 3J 

[0 0 2 4] 

7>\ a-ftT T ^7 r > > f***HJ>\ jg&^/un-x, teffi&Rfc Ka^^ne^** 
S^JOfifrifrflli: LT|±, ff <b7*>'7'>', ->3*t, -tf^f-^ 791fT=rA, ptf-)V 



03) 
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ifc»fltfi*>ffai4«fc LT»i» lilt, TX ajuf >»&4 bti&o 

*6a effa&ti t lx j*, * - ^fe^ (w, &mm& 2 j w 3 *\ & 

#i*»Jo$ffi4«li: tTtt, m;»a, rvr*v*yn-**)+!J*, 7 

XrW-f-A, Xrfcr74i?:d s £»ffc*U>o 
[0 0 2 5] 

HKJ:»Jll4*i&^**£>*o -ro.H4l&<&> tat(0«Sf:J:oT, Sfti* p H £ S SI 

n>», n/^SL 7H>», 7*^9 ¥^8, :/»4^3&*W£*U>* 4* 

#«»oflrtjt«K*+o«tt, DPP-ivia^lSloa^iJJr^o^ft, S&Mt>*%$ 
£4iTJ:oT&44;^ «x.tf 1 -5 0ff%, ffiL<l±5~3 Ofi*%-C£>* 0 
[0 0 2 6] 

*»W^fttttt«aifcL #feW&<, It|ftfflfc4?4<, ffl^» (f!, KK * 
v, *a, -9- A/, KtfU M«JR«)*Hr*fctt»*Jafc UTffl 

MHaftRttftaiti. *i;tt**ft*i («, is*sm«> 2ummm* &*g*imfif) > 

MM) x IfeMMk iMIttJF* [I GT (Impaired Glucose Tolerance) ] , I F G (I 
mpalred Fasting Glucose) , IFG (Impaired Fasting Glycemla) % 1&B!ffite&&j£ 

«£) > fsim, nmzmm. mnv&T, *«jmff»« * * 

$*> *»W^liEjftttllj«»±> UttlM*, IFG (Impaired Fasting Glucose) i 
fcttlFG (Impaired Fasting Glycemla) jtASHMk-J-ft £ t i>Ti * 

° Sfcfc, 4&Ho*ttti;»agtiU ff(l«tt) V (/JMIiL) * 

tt) ff^««4f»itfflv»6ti*. 

DPP-IVffi#m»i % SftMfftflWl 2 6mg/d lBLLifc 

147 5 gSP7 K9*MKIt (7 5 gOGTT) 2Wf* ! l 4 Omg/d I Jtt±T* 

[0 0 2 7] 
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1 LTftO. 0 1~10 0mg/kg#l, JflKliO. 05~30mg/kg 
Sfcfcff* L<liO. l-10mg/kg#I-e*«)> CO** 1 H 1 HI- 2 @S 

Dpp-rmmmimmm^^i tz\mmzm^z>mit. DPP-ivoggT^&GLP 

[0 0 2 8] 

P>K> *»WOlidjtttWWt#ffl««ttt, ^-*L-fit<7)«14^^-&tr2S«<7)$S^Jt L 

. 0 1 - 1 0 0S*§5fflv>*L»fJ:^o 
[0 0 2 9] 

(flu 1NS-1*)), -f^'jy«««a«« m. tismxxrvtv 

(vW^S) n^'J?y/ > GI-262570, l^'J ** vCReglixaneXj 
TT - 5 0 IX * h^'J * V^Otetog1itazone)CMCC-5 5 5X YM-4 4 0 % K R 
P-2 9 7, CS-01 1 > FK-6 1 4, ^-^CRagaglitazarXNN- 6 

2 2X *^-;baesaglitazar)(AZ-2 4 2X BMS-2 9 8 5 8 5> EM L 
-1 6 3 3 6, WO 9 9/5 8 5 1 0 Kl2«<Mt#& (fl);Ltf (E) - 4- [4- (5- 

~*m) ) > PPAR r 7 3"- ^ h % PPAR r T > ? ^f=-X V , ??P&y /arz-T )VT?~X 

**ifc*>& (W, 77-/HS, ) , -f ^'JVfrjsStfSitai ix* 

/'JTV-il/f) , Wt^rysK, ■fx^'J-K, 3 f-^'J ~ K4 fcli-?- 

<7)#;l'S"7A&7jC*n&] > GLP— 1 £&&7:f-* h [M> GLP— 1 % NN-2211, AC- 
2993 (exendin-4) , B IM-51077, A i b (8,35) hGLP-1 (7,37) NHj > 7 3 U 
>7:*~*h (f0> ^9A'J>f-K) , 7*^7*fn->V7*^77?-ei^J (0!) 
, At-y^R) > p 3 h (flk CL-3 1 6 2 4 3, SR- 5 8 6 1 1 -A> U 

L-TG- 3 0 7, SB-226552, AJ- 9 6 7 7, BMS-196085x AZ 
4 0 1 4 0), iJS#r&lfi##J («l, ^'j3-^*^*U7-t'I0^ 
-^77 *--ifffl#3*K ^;p*3-^?iSL^, v^h^^f^^^H , SG 
LT (sodiun-glucose catransporter) (fij x T-l 0 9 5) G-bmifhtlZo 

[0 0 3 0] 
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* K SNK- 8 6 0, CT- 112), tfgfcftH** J: tf*flDJtttn* NGF, 
NT-3, BDNF, WO 0 1/1 4 3 7 2 fcfa^ox a- U f n 7 -f >g£ • #&1Bii 
$ («aJx.liT4 — (4-^DB7i-JV) -2- (2-**->v- 1 -W ? r/'JA') -5- 
[3- (2-^f^7*;^) ^Difjp] ink if) ) , ftiglf&IEjIIB (« 

,Y-128), PKCffi##J (ff, LY- 3 3 3 5 3 1 ) , A6BE«M («, ALT 
9 4 6, tfv^^V, N-7*^i/;V^T^/U * A yn^/f K (AL 

T7 6 6) , EXO- 2 2 6) , ©t4«^^*^ (fll> Mfc) > BAtfJ£«*!l (« 

;t**f->\ 7<7>*x9<f-y^ vy^^ff-y^ n/t**<f->\ 7h^u?f/ t 7^ 

/t***^ ^ *A7>*^>ifcli<?-*ifco& («, *H;?A&) ) , 

HBM WO 9 7/1 0 2 2 4 KfrftOtt-k®, fll;ltfN- [ [(3R,5S)-l-(3- 

2.3,5-x h7t Fn-4 f lw<y»/**-g-*if >-3-W fr] U -7>-4-gfe8$& 

if) „ -7 4??*- Hft^l (flk A'f7-f7*9- ^D7^ -7*7- K ->A7^7 
-K ^'J-/7-f7*?-F) , ACATB*3W (flK TA^T 4 (Avasimibe) , 0:7 
A'S^T' (Eflucimibe) ) , &4 * >£8MlfBi a^f?? » > 7*a7 > n-^ 
% -**f-y&?m$\ (0!, xn*-;KniccmolX ^«fe>; h n-MrricerltroD) , 4x 
*'«>H*fJi', i&^fn-jv (flU v>f^-rn-;KsoysterolX #y***)VS 
- My - oryzanol )) WW <b *L& „ 
&JEE#J t LTIi, T^y*^V3/>«fJ*»«ja («, xt77-'^ 

x7nt^^, /Vuy-X'fy* T-fr^^fr^y „ <i jr y, fvyrfri? 
y) > *;i'i'7Ag^J (£!!, *?=.y\£y^ ~y*.y\>y y tao^'a ,x#x>>fcf> 

, -#;U-7e^) , *U'5rAf-ir>*A'BP» (00, PT^nvft'JA, L-27152, AL 0 
671, NIP-121) , 9Vz.VZ'*ifi&fh*>* 9 

7 5 7x>fJV? >, v7'h75 > , 7^7i75t>, m^7i^A 7*7 
>K-;K 7x-JV7d;V-^75 >, ^Q^77*l/f ^7,) , P'J ^- -If (00 
, **'J**y M , ^3 7^-7,h (A, CL-3 1 6 2 4 3, SR-58611 -A 
, UL-TG-3 0 7, SB-226552, AJ-9 6 7 7, BMS- 1 9 6 0 8 5, 
AZ 4 0 1 4 0) , Ftt**IMI* (KK V^fA C NT F («flMMf£**H 

) , =rW>7, h*^:/T=f-7, h (03, h'^h, FPL— 15 849) 

[0 0 3 11 

msmttxa, max^y f-ymmw (0a, t')f;nth')fAf*7*D5A 
t'jf;H*^7'7Af^7*a;» , fryKMWi xfrfK, 9 stv<v+ 

MJ^o^^r^K, Kn^ vvf-7-y K, h*n7;Mf 7->* K, 
^Ko^onf7-yK, ^>7;W^h\ # T J?-7i>K, ^f^oWF) , &7A> 
VAruyl&M m, ^en;5nA hV7AfV>) , lttttt^c9XB»AI («, 

7t^7*7 5 K) , ^0JM7-f77,W>75 KXCM («x ^D^^'J >7^ 
->K, <f>^^ K) , TV-fc? K, ^fvv*eK, *.*9V>WLs t'^-K, 7V ^ 

[0 0 3 2] 

^•f A U > ^ h ') +r A (dalteparin sodiun)) , 7^7t'JV 7 ^ 7 r U > * U 
7 A) , in.Ytiy\£ym (M, r^^bny^Xaragatroban)) , li!L&-1fcffim (VS. 70 
K (urx>k1naseX f-7 CtisokinaseX T^x79--lf(a1teplasej, ^-^7 
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•7 — -fe* (nateplaseX ^"/f /7 w -fe' (monteplase), f- 79 — -tf (panriteplase)) „ jfo. 
sMRW&kWfflm (flk Jfigtf-^ n try Xticlopidine hydrochloride), ->nj**y-jK 
dlostazol), y( xy-s<> FRxf^ ^^n* h U •? A (beraprost sodlunX £ 
* # ^ V 5 - r (sarpogrelate hydrochloride)) * fc'j&a^f % ftZ, „ 

[0 0 3 3] 

fopp-immm^mu DPF-ivB*a6«r^ra.«w-c*ittfj: <x & 
&toi-z,&m, mi<o&&Km*cpp-Tmmmzft.B-f&mM. w*pH©swfcfci&£ 

©tflg&E* "CDPP-IVBMFaB £ , 4 v> |i J: h BPfttU $ 

s (flk *W)^n^, ®ffctv->rft, Hfk^^^rft, jK.j^.j 

■t'J^lliJKSx^r^) £JBv>fcvHJ 7^^tt. ^Ifttt^ (fa xf ;Hr;vn-^<i: 
^-kJl/n-^ifcjg^H 1 ; 7 5 J 7>\>*K>* 9 T if 'J V- b ^tK «J v- R S (*>f K9^F 

rS£^JO^t#^DPP-IV|fi#ltl*Jjtai1-4S8*JJ fcLTfi, ^tfiK^'Ja-* 
ft^U-tV K (flk G e l u c i r e 5 0/1 3 GATTEFO S S EtfcSI 

Ti|^pH<7)^'fl:tj£!SFbTDPP-IVffi$ISI«rJScai-r*S*JJ fcbTttx fl&tfKtttt 

) , ^7^'j^*U7-LD [*>f K7^9 hL-30D56 (jSfn^. n- 

7r^ttS) ) a for* w-y^ ^S4tfc«*a**v>ttwti* 

r*fcfcfr* JPt •? &t> £ t X *) MftftdW L**>ftfHE& TDPP- IVffi^m frift 
[0 0 3 4] 

m-S^BJ k LTI± % 2 a^^DPP-IVE^^^S^J^X « *tfc * y -fc a* 

*»w ©as* n x opp-ivE^isi^^ist^sisj t DPP-ivBa^isi^^r^j5ct4ig^j t os* 
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[0 0 3 5] 

?^ti:J:oTS*6^ m*.tf 1-9 0l«%, L<t±5~8 0fiS%-C&& o 
[0 0 3 6] 

DPP-ivB&^^ssjwsjMji , nine l * *%w<r)&m&m} <r>m& t mm-?$> * 0 
*m<r>mm&. mm<&<. mttmi>'j?%<, m> tf> w 

opp-ivia#**«ftWo#-»MkLTo«^ 2) 2sm±(0DPP-ivia«-gr^riypj^ 
rag -cog^ * gw&t? s> tiz o 

«iltf«AO*flW»Jll#KftP»*1-*»^, SWfrT**DPMV|MF**iI* l @* 
fcLTiftO. 0 1- 1 0 Omg/k g#fi, #* L< 140. 0 5~30mg/kg#l^ 
L< ttO. 1-1 Omg/k gtt*T*»K 1 0 m-2iigW 

*«*&*»2*|ill«JK (ff* L<l*£&4f$ra) 4T<&WIIKLT#&it*i*#fc« 
[0 0 3 7] 

Sfcfc, r«!-»ll»*HfeKJlLll+DPP-I^Stt*10tt^L90% (ff*L<«10 
fcv>L85%) flfeTS***, H^IVfiM^ttJBMflftMJ x r«#«*HHfcfcjMt+D 
PP-IVfif1**10*^t90% L<l±10fcV>L85%) teT$-£#*, DPP-IVB#»#* 
fttttMlMJ , rft#l2B»WttKilli*+DPP-IV}Stt*lOi3 r v»L90% (ffiL<tt^» 
L85%) ftTH#4, l^IVMMttttaMfmfJ , ri£#«l*»M*»fe8P»iBK.*> 
fcot, jfilft+DPP-IVffite^lO^V^Lm (#4 U< lilO*V>L85%) ftT?*#4x DP 

p-ivffi*ai^gttb»j^i*3«j % mwmm^himnKhtiox, m+wp-ivw 

te*10*v>L90% (ff*L<ttl<%v»L8596) «T**#*, l^lV|MF****m*ll* 

« W*-t*. MIL «UR**vMiRJRJfll*) fcJoT, DPP-IVJSttfe JtftettTftPJt 
*«iSII!IStJfllJ(ll»P^DPP-IV?Stt*10iV^ L90% (»* t < fcfclOfcV* L85 
%) ttT«*ft*jfcam«jN'C**K9* *&W<t> R)PP-iV|H«*«iBM»WWJ 

L<lilO*v>L85% > t< Jil0fcv>L80%, L < ttlSfcv* L758fiftT 

jWK+DPP-IVJ6tett % tt*.t2*&o£afcMt:KlH-* rw*> K (Raymond) 
(rW Tt?~f4-X (Diabetes) , 4 7%, 1 2 5 3- 1 2 5 81, 
1 9 9 8#) J fcfl/BLfcfcttfc J: Si: ttlBLfcM+OPP-IMRHS: 

ttT*ii* a*«>iRis<eBirt-c**Lar, ±RLfctt (10, is, 75, so, 85, 90%) 

T, ±ELfc«i*4oTv>T4J:v> 0 JOUR* DPP-Ilfl8e*>*J6*fF«>«-C, £ 

*©wl nn. asesra, **vMi««*3RflF»fttt&«±aa*RK:e*«)iMfet 
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[0 0 3 8] 

mini vpp-TmmmvitimmmzfrizmitmfhtiZo 

[0 0 3 9] 

DPP-IVH#g|£iIirilI«i:LTftO. 0 1-10 0mg/kg#l> $?SL<li0. 0 
5-30mg/kg#^ Sfcfcfi^ L< liO. 1-1 Omg/k g*tt**), £<0* 
£ 1 H 1 ®~ 2 Z\ti>*£t L^o *^oDPP-IV|fi#|{|^Jftmffl®S5 

v>#mmm tm^^xm ^x t> 1 v>„ 

[0 0 4 0] 

-ffc^&C *iL-threo-f yn-fv* fT'/'J V> (P32/98) fc^aVfJiTRifc-r* «, 

[0 0 4 1] 
##08 1 

ft-S^B (150mg) , %m (U84mg) , (360mg) , HPC-L (jt,S£, 

B#W1 (1*) 8) (60mg) , *JMr*3'.*f-**JUn-.z*/l^9A : EC G 

5 0 5, S«Xfl (#0 88) (60mg) , *SJ|-fe;vn-x (jSS* : 7e*K Jfi-ftsU:* 
(#) ») (172mg) fei^Xf TT/R^-^a (14rag) *aM^Lfc, 

[0 0 4 2] 
##0j2 

Wfl*]Mll-6, 8-10, 1 6 7 X-m^izit&to A li. WDtii'LX 

ft^A • iagtffi (2.04 g, 5 rnnol) (20 mL) fcfcfc h 'J * A C 

10 mL) »8iU ®£>*ifc*fa^*£a-?l 0frM«#L*o KK*t*K:ttr* *» 

ftBLfco #f>*l/cigSS'R»i^;V^t>^SLT, ^©ACO.87 g, 82.00 
5.98 14.8 
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7.8 8 11.2 
8.44 10.5 

17.1 5.19 
[0 0 4 3] 

tm<r>£mm7&iVi 8-2 STffiv^'fte&A^ &.<nt. n KLTS&L£ 0 

1) 3-(7 5y **;tO-2->f yyfji"W*y4-7a-iv-i,2-yt h*0^f v^y 'J >- 
e-*^*- h VM0.80 g, 2.4 imoIX lMfe TfcSMb^ h V t>&i!J&fe C0.48 mL, 0.48 
mnoOfc.tifiic (1.42 mL) ©fi-fi-fcfc. f-/!/***** K (2.0 ml) £jflj;U 85tJT* 

ttiLfclSfafcaJDlU Ttc (lmL) -CftJNU 5VCT&.ffi£lSlLX, -ffc^A • 
)\>Afr**~sm® (0.88 g, 93%) fcfcftttfifc l/C#fc 8 

2) -ft-M&A • V2i>> Kfflfe (10.0 g, 26 imo"l) t * 9 J - (40 mL) 
©»^*60X;-Cli*LT»**#fc. t^ifcCOTCT'lfcjg Wft (27 mL) 

T, **OpH*1.5»cf|«L^ fiM4&(0.5 g) **JffU SOTJ^OfrMlfttfL/fco « 
tt****U ^^y-;v-7fc (2 : 1, 10 mL) -tffcifrLfc. ^ ?^fa«r-^*5-^. 60t! 
■«W*L4*«e»> 5% T>*-7*: (15 mL) fcjSBJllLT, &?£«>pH *7.3fcJMfcl,fc 0 K 
(1.3 mL) t«Tlfcft, H«fl*»tTMiT»MPU ««>»£*»+tMl»B« 
#Lfc„ WflJLfcBftfcafcU ^L^^^y-;v-* a : 1, 15 mL) -eftfrLfcfc 
, 50tJ-e«ffi^i»L/to ftfeftfcttA aog) OflO mL) fc*>fi*** % 75 

Hllft^U^c, *t***ttU JMPLfclMUtf'/i' (20 mL) -cftiMfc, 50Cv*EE«»b 
T. ^*A(7.5 g, 8550 LTfcfc. 

B5rft:2« f) SlfflfiS : dtt (* b a- a) 

8.9 8 9. 8 4 
10.0 8.8 2 

16.0 5.5 5 

17.1 5.19 
2 2.9 3.8 8 
2 4.8 3.5 9 
2 5.8 3.4 6 

[0 0 4 4] 
##tt4 

IfejfcOHttW 13-15 -efflV^THk^B tt> ^flH LT$Sitt^o 
2-{[3-(7 3 J jtf-AO-Z-W VZf1-Jl>-4-7*~)V-l-**V-l,2-iS\l KO-6-f 

U-;i/]**^}7* h75 K (1.0 g, 2.6 rnnol) £:t*y-M10 mL)fc flu 

% *(10 mL)5riD^.7to ttfrttB«>ai$A*«j!lD U £fi*-CJ&SLfco tftfJL 

fciBi&fcfcJRU *tft»LT, «^*BC0.31g, 31.090 offiA 

56SHWM1 QjH.^O, HOt LT 

gSfellS: C, 66.48; H, 6.85; N, 10.57. 

£*Ht: C, 66.51; H, 7.05; N, 10.50. 

7.5 0 11.78 

11.2 7.89 
13.7 6.4 6 
14.7 6.04 
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18.5 
19.8 

2 0.4 
2 7.4 



4.80 
4.47 
4.35 
3.25 



[0 0 4 5] 

MM A (lOOmg) , HPC-L (Bfi«, B*¥S (#) ft) (180mg) fcJO'HPC- 
M <ff&«, B#W& (#) ft) (720mg) i$L&-?m&Ltz 0 ® h <7>1 *>200 
*B*ttJE#>'/!*:/l'*« (Sflfffi&ft) fcffl^TJT&U Sg8mn©#|#JS:#fco 
^Mi'Pi 2 

ft#*&A (lOOmg) % HPC-L (M«. B#Wjt <«0 IS) (450mg) fcJO'HPC- 
M (iSp D p£. B*W& (*) ft) (450ng) £SL#-?iE^Lfco ft £ ft 200 
mg^fftJE'K^^yi/^a (SHPfMft) */Sv>"07&U m&&mw>miZ®tzo 

tt-k&A (lOOmg) . HPC-L (jSp a p£, B*Wj§ <*) ft) (720mg) SJtfHPC- 
M B*Wjf <#) ft) (lBQng) *JL#T«#Lfc. ft h fi& •) % 200 

[0 0 4 6] 

ft** A (lOOmg) , Polyox WSR303 (fffife. j.-*y*-;U Kftft) 
(720mg) fci^'iJxfl/^yiJ^-^eOOO (lSQng) Lrf:* ftfcft* 

aj*ft*o 

**S0I5 

flS-frUA (lOOmg) .Polyox WSR303 (jffip a p£. Kttft) 
(45Qng) feiWJxfl/>7'J 3-^6 0 0 0 (45Qng) £&#fc-eig*L7>: 0 #*>*t* 

tt**A (lOOmg) .Polyox WSR303 (j8p B p£. a.^*;'*-;^ Kftft) 

(180ng) *i^'jxfl,>/«j3-;P6O 0 0 (720ng) *JL#tfCa-d-Ljt. ft€><t* 
^^d*>2O0mg«rfi!iJE 5 K>y^7'P^ (SflfffiRft) *fflv>T*T«L, it#8rmtf>£ 

[0 0 4 7] 

^U&9f 7 

tt**A (3O0mg) &J:tfHPC-M (BA«* B*WjI (#) ft) <700ng) *&#-cii 
*Lfco ft6*t*«*»od*200iwfcttE#:/^7l'*« (aSftlM) *fflv>T*T 

tftan^flUM^ft^o 
^UfrPi 8 

ft** A (78mg) % TC-5 S (*A«, «fcfk£I* (*) «) (47mg) , ^n-X 
90SH4000 (M«, ^jH-fk^X* (#) ft) (190ng) tsXVXTT U 
*^*A (2.4mg) ^A^-CfifrL*:, ftfe*t*fi^1fcO?*243nspSriftEE#v^:^l/^ 

« (ffiiFJftttft) *«^TflT*U 
£Jfc«9 

<fc#«JA (79mg) % TC-5 S (BA«, tittfl#XJe (#) ft) (U9mg) ,nn- 
X90SH4000 (SA«, fflfcffc*XJR (4*) ft) (H8mg) £ Jr^r 7 'J >*v 
A (2.4ng) *&#-Cig#L,*:o ft *>*Liil*«f«> 9 %243«»jE#>«^l' 
Ga&FfflttS) *ffiv>TIT*U B&aimatfcWfcftfco 
[0 0 4 8] 
3H*«1 0 



(2D 
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M&®k (79mg) , TC-5 S (Rfi«, WWt&xm (*) ft) (190mg) ,>bn- 
X 9 0 S H 4 0 0 0 (jgp a p£, «*Mb*Xft <*) ft) (47mg) £ «fc 7 'J >ftv^ 
(2.4mg) *JL#|cTfi^Lfc. #fe*i*»&»0^*Z4ang*ajE*>r^U^ 

^iS^j i i 

<k#$C (lOOmg) , HPC-L (IA«> B*W3t <#) ft) (450mg) isJth'HPC- 
M (iSa«> B*Wm (*) ft) (450mg) *JL«t-C«*tfe. ft* *>200 

**m 2 

ft#*C (lOOmg) . HPC-L (80 ft) (720mg) UiO'HPC- 

M (j8S£, B*WS (*) ft) (isomg) *a#-cfi^U7to # 6 *i* ^200 

[0 0 4 9] 
Hifi^ i 3 

it&VDB (75mg) feil^HPC-L (iffin a p£> H*WJi (80 ft) (925mg) 

&Lfzo mhtiz&&®<noii2<xm3*Mm#>7&-fuz& csBHittft) zm^xn 

^JfefH) 1 4 

*fc**B (37-5mg) , HPC-L (*A«, B*WM <$*) ft) (370ng) fcJrtfHPC 
-M (tfA«« B#Wi£ <*) ft) (92.5rag) *&ft-Ci|-&Lfco #*>*t* 
200ngS:»ff#>yft^^^* (Sffiffittft) *ffiv*T#TI*U £#ann*>«t*J*#fco 
^$E#9 1 5 

tt**B (37.5mg) % HPC-L (i8p°p£> B*WjI (#) ft) (231.3mg) SITfYi? 
C-M (jgp n p£, B#Wj1 Oft) ft) (231.3*0) *IL#Tfi-frLfc 0 #*>*i*iI£-4&<7> 
d*20Chg*fflEiK>':/£7 , l';M» (99RINKS) *fflV>T*T*U fi#8hTn<7 

°[0 0 5 0] 
^Jfcflfl 1 6 

-ffc-frlllA (120ng) OtJSlUGe 1 u c i r e 5 0/1 3 (BA«* G a t t 

e f o s s eft) (2280mg) K«SjjDU imhtz 0 ^40ang^l^-tf 9 

*>*7'-b>I'fc«*U 4^IHfeML-CH'fk$^7to 
^tt'Rl 1 7 

ISl9 0tt»iU*^t^D* (ffAg : #'J S /^7 7^^M3, 7n-f>hSJ|t 
ft) (228>ng) KGe 1 uc i r e50/13 (Bf A£> Gattefoss eft) (205 
2mg) **jfcU &8 OfcfcfiWLLfc. #&*i*ft**Mfrfr*A (12Crag) »U IJfc 

SLT@<fk?-e-fc 0 
[0 0 5 1) 

^£f&f$ 1 8 

<fk<&&A (loomg) % mtz^'sM : 97-'; 7 ***101, 7nw v b£ftft) ( 

500mg) , *x^» (lOOmg) ft*?*,)* (30Qng) *&&?il^Lfco *fc*i*»M»«> 
9^20Qng^JE*V^^^«| (MS) *J§v>TJTftU jSgam®fta!l*ftfc 

o 

^JSf^S 1 9 

A (lOOng) , ©-fkfc (jgp D p£ : 9 7 * * * Id* 7n^>h Sftft) ( 

SOOhig) , *x^K (lOOmg) fcJrtf&iBt (30Qng) *JL#T«*Lfc. #fe*i*S-fr«© 

0*20QBB*«HJE#>^t^v^« (a«mi«ft) *Jlv>TlTftU a#8hTO7)®aj£#fc 

$16*12 0 

-fk^A (lOOmg) , HPC-L (SA«* B*Wit (*) ft) (SOCtag) , HPC-H ( 
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&Ag* B#Wjt (80 ft) (30Qng) fcJrtf^x^K (lOOrag) *$L«t-Tg-&Lfco *tfc 
*l*^$0?^2<X)»ng£fflE#>75$^*& (Sflfttfttt) fcfflHTtf&U itg&mi 
Oftj«**#fc, 
[0 0 5 2] 
^JfiM 2 1 

<fcfr»A (300mg) , HPC-M (R£«. B*W£ (#) ft) (400mg) 

(300ng) Ufc. f§fc*t*&£®^ ? ^OOngfctoJEE^X^T'U'*® (Sflf 

STttSft) *fflV>Tfl-«U B#8nfncD«»JS-#fc, 

(300mg) , ^ hn-X9 0 SH-4 0 0 0 @&1k&Xm (&) ft) 

(500ng) isiUf^i^K (200mg) tJL*Tj&ft-Liko ftfe*l*fi#*«>^ %200mg*«i 

fc-MfcA (300mg) , ^ b n-X 9 0S H- 4 0 0 0 (M«« fiftfk^Ift (#0 ft) 
(250ng) , HPC-M (M£* H*W1 (*) ft) (25Cmg) *i^xy| (200mg 
) *$L&?m&Lti. #fen4fi#ft©^*20QBfl«r«iE#>^^l^^ft (SBffllftft 

[0 0 5 31 
%lfe*l2 4 

*fe*»B (GOOmg) , pi ho-X6 5 SH-4 0 0 0 (iSA«« ftlMH*!* (#) ft) 
(400ng) , TC5-RW (i8S£> femt^TM (#) ft) (SOOmg) % t ( 
lSOmg) ^i^fT'Pt^'/^^ (2Qng) *JL#TftfrLfc« #<b*i*iS<£&«> 
^*40QBg*«iE#>^rv^ft (SWUftft) *ffiv>T4T£U a«UmW)«»*# 

^ife'PS 2 5 

ft«*B (900mg) % j* Fn-X6 5 SH- 4 0 0 fcttft^Ift (ft) ft) (6 

OOmg) % TC5-RW (ftS«. €Mfl£*Ift (I*) ft) («»mg) , Wih-A* (840 
n«) > ft-feH-ftftft (30mg) toXVzf-TV >»"7^v")i (30mg) *&#Tfi#L 

^jt 2 5 

ft^&B (450mg) , HPC-L H*W$ (*) ft) (1020mg) , f^HrS 

>ffc& (15mg) ZZTfTsT-rV ^l^J")* (15mg) ftJUTOteLfco #&il4fi# 
&<7)9^40Qng£ffljE*>7'5$;7'V*« Gffijjftftftft) *ffi^Tfl«l,, ftgUimOftftl 

[0 0 5 4J 
^SS^H 2 7 

ft#l&B (450mg) , Polyox WSR303 0&fi«, zl^VH-jU Kttft) 
(150mg) , TC5-RW (BA«* #&fl:^IS!l (ft) ft) (450mg) , ( 
42Qng) , ftfeHHftfltffc (15mg) ^Bh?^*->*A (15mg) 

#Lfc. H?>il*ffl#^^*40Qiig*«iJEjK>'^7'^^« (a&ffljfBft) *fflv>Tfr 

^£j$Sffifl 2 q 

flS#*B (450mg) , *bn-X60SH-4000 (tffi«, fiMtt^Ilfc (ft) ft) 

(150mg) , TC5-RW (BA«, #&<fc^I£ (ft) ft) (450mg) , 7^k^ ( 
420mg) , ftfeHrftfltffc (15mg) ^i^f T'JVRvn^A (15mg) «rJL#^« 
£-Lfc 0 #e>tlsm^<7)"?*,40Qng*fdiJE'K>'y^:XV^IS (ffiffiffttft) *fflv>Tfr 

jfcjfeffil 2 9 

ft#&B (450mg) , jrf b D-X 90SH-4000 (ffiA£« (ft) ft) 
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(225mg) , TC5-RW 08n D n £> fflMt&Xm OHO ft) (375mg) ,7>^^( 
420nig) % ftteH-gMfc& (15rag) & ilF^T 'J vKv^*-;^ A (15mg) tJL#-ca 

[0 0 5 5] 
l^ife^ 3 0 

<fc-fr»B (90Qng) , > hn-X6 0 SH-5 0 fllHfc^X* (*) ft) (120 

Omg) , (840mg) % ffeHlRM (30mg) * &V*tTV 

A (30mg) *a^^L^ 0 m^*i*^#^O^^400mg«:?fiS*->7'S:7'W'Xa (3 

till) *fflv>T£r$?U SgItain<7>$&;fl*#fco 

&fltf!3 1 

item (450mg) , ^o-X90SH-4 0 0 (BA«, #*fc*XII (*) ft) (3 
OOmg) % TC5-RW (iffA«. (Hi) ft) (300mg) % (420 

mg) > £fe=-BMfc& (15mg) £ tVX*T 'J A (15mg) *a&-CiI^L 

&*0l3 2 

ft-^feB (45Qng) % >hn-X65SH-50 (*A£« fl*frfb*IHt (*fc) II) (600 

rag) % (420mg) , &feH-gHt& (15mg) i3 J: 0**7 7 V 

A (15*0) fc&IJ^il^Lfco f§*>ii*il#f&<a-? $400rag*fflfiE#>-X5S;Xl^& (M 

[0 0 5 6] 

&R6fll3 3 

ft-S^B (450mg) % * h n-X9 0 S H - 1 0 0 (j8A£, mtit&Xm (W) ft) (6 
OOrag) , (420mg) % *fe=Z«fl:ft (15mg) ^JrC^-fT 'J ^Bh?^*;/ 

9 A (15mg) ^aM^Lfc, # 6 *U> ■? ^400mg*fftffijK> XsSXl^a ( 

&»«3 4 

-fb-g-teB (450mg) , > FD-X6 5 S H- 1 5 0 0 ffi&Z. fcl&ffc^XI* (#) ft) 
(225mg) , TC5-RW (SA«. «Mfc*IJIt (*) ft) (375mg) , ( 
420mg) % JtfeH=BWfcfc (15rag) ^i^f T^fvn^A (15mg) £&&Tig 

^*fefll3 5 

ft£-»B (90Qng) , * hn-X9 0 SH- 4 0 0 (|8q a B£, «*fl#Xft (W) ft) (4 
5Qng) , >ho-X60SH-50 (ffA«, #ftfcfl£tX* (#0 ft) (120Cmg) , v> 
= (390mg) % Hfe=n«>fk« (3&ng) »i^f T^iv^-^A (30mg) 

*&ft-eil£-Lfco ft* *400ag*MEE#V (SWtWftft) 

*»v>TJT*U B&llni?>«jM*ftfc A 
[0 0 5 7] 
jfeife'Pi 3 6 

ft*»B (4190ng) , >fn-X90SH-30000 (ftS,*. ffftfrfC^XIR (ft) ft 
) (800Ong) „ > hn-XSB-4 (KI«, fi«Mfc«XIR (#0 ft) (2000mg) „ *£A 
-b;i/n-.X (200Ong) , (357Qng) % $feHH»fl:fc (4Qng) fcJ^^TT 

'J>Bh?^*->*A (20Ong) Z Ltz 0 ®hii2>M&®<7) i )*>5(Xko9ZmK#> 

x^xt^a mmn&m *»v>t*t*u M&umwmM*®*:. 

&J6AI3 7 

l&frfcB (2095mg) % > h D-X9 0 SH- 1 0 0 0 0 0 WMt&XM (*) 

ft) (2000mg) , jfSS-fcji/n-.* (2000ng) „ v>-f»-;P (3785rag) % JT-fe=r^^ 
(20ng) is X If 7- tT x )"y y^ls*?!*. (lOOmg) Ufco 116*1-6 
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^JS^9 3 8 

tt&m (104.7mg) , * h n-X9 0 SH-4 0 0 0 GffiSfe* flMfrft*!* (80 IS 
) (116.6mg) % 8***0-* (33.3mg) , -?>=.h-fr (71.8mg) fci^fT'JV 
(6.6mg) 333mgJ:fi*)#8»J£, «fflOj^feTW» Lfc 0 

[0 0 5 8 ] 

h'jyfjV7>^->A7n5 K (CTAB) *#H^»#JW*KK8;*=« (&T\ 
CTAB^BJi-jfctfcfB-f £) 5 0 OmU HSftl 0 0 r pm) fcfrofco 

[*1] 



?#m^ (%) 





£*8fl|l 


*»«J2 \ 


*ttflJ3 


0 


0 


0 


0 


1 


7 


10 


19 


2 


11 


17 


32 


4 


20 


31 


56 


6 


30 


43 


79 


8 


40 


57 


93 


10 


49 


69 


99 


12 


57 


76 


99 


14 


65 


84 


98 


16 


72 


90 


98 


IB 


79 


93 


98 



20 



[0 0 5 9] 

§£ifcw 2 

fcUS, 10fr&<OT§{H$rt*10096 o 7i 0 
HE 2] 

40 

BIB (h) (%) 

0 0 

1 8 

2 24 
4 53 
6 85 
8 95 

10 99 



[0 0 6 0] » 



(23) 
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3 

*mi<num<Dm.*v^-?* i jn>'<-7 i f-y-#'M (dpp-iv) 7 

JJUSIiW** K (Raymond) ^O^Ttt (^WTtT--r-f -X (Diabetes 
) , 4 7*, 1 2 5 3 - 1 2 5 8H, 1 9 9 8#) fci£DT9 6^¥JS^^- b£fflV>T 
3 O^UffiLfco *7 0 L. lMH;*-£R«ffi« (pH7. 5) lO^Llc, 1 
mM/'j'/* • ynViV-p--ha7-V K(G 1 y-P r o-p-NA ; Ay^rAtt 

Lfc»ML»U tJlHrcMb fc*;' 7***2 Oft 1 *±!Bii-£$ftfcilD;l> 3 0"CT* 

£ : A^nvf-f^, 5^^fAXtig) £/8^T2£:g4 0 5 n 

m-eSJiEU %<»nito (AODs) i^tbtzo IWc, &3&l$-5-l!& KifcjfiL U MSL^Jb 
**JDitJkK**K:*»t*»*K«)JtllO (AODc) , M**4 4^E6«KJ3»t4i» 
3tEoJgJD (AODb) 0 0%i:-r*DPP-IV«)ffi#aiE*«|tt4r 

, fMIW: [ (AODs-AODb) / (AODc -AODb) ] XI 0 0 
fciUfteLfco [$3] t^to DPP-IV?Ste#li, 7«tt±4lti|kfflE 

(n = 3) Sr^"t Q 

[*3] 



DPP-iv?grtt (%) 



0 ioo± o ioo± o 

0.5 85± 2 37±23 

1 70±18 22± 3 

2 G0±14 28± 5 
4 59±13 45± 7 
8 72± 4 63± 8 



i-c#^>ii^jtifctt©*Jt^#ffl«:^i^jc, &#&i*m*&a»piiz«>fc. 9 T. jfo&*op 

P- WB*ffif£* 284 </* 1 78%|S:T $*#*ifc*«Wfc*fc4ofc. 
[0 0 6 11 

#* *a«*iMi <r>®&&mw <o ® &mw} k a »r * » * » a w* k i*)&m l^o 

Ji^J»*««ft^-» BM-mtt&ti-t S) 5 0 OmU GMBttl 0 0 r pm) 

fcftofco ?§aJ7S*CTAB^H^-78[i:-t2>^tt«iriai:llI^ LT, 
7*^2 lT#£*tfc#£3JO@ffiSi$£*fro4o [*4] [3? 

5] ^^1"o 
[|E4] 



m&m (%) 

ooo 

1 35 40 

2 52 58 
4 81 83 
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6 105 103 

[*5] 



mmm (%) 
*h (h) mM7 mm 2i 



0 


0 


0 


1 


3 


24 


2 


6 


34 


4 


13 


51 


6 


20 


67 


8 


26 


78 


10 


32 


88 


14 


44 


95 


IS 


55 


95 



[£4] SJtf [$5] <*x*«) *>*iHfcJ:»K *ft9Ja*ttttft*|) 

^iSffl^ill (Ha-*ilJ:0»CTAB**BJi-*lc*U**tt^->) 

[0 0 6 2] 



JP 2004-123738 A 2004.4.22 



(5i)intxi/ 

A 6 1 P 43/00 
C 0 7 D 217/24 
C0 7D 217/26 
C0 7D 277/04 



A6 1 P 43/00 1 1 1 
C0 7D 217/24 
C0 7D 217/26 
C07D 277/04 



mm&m *>*>#>im 1 rm 7-10-509 

^Haff3SfflrS»ffi4T@l 6-6 1 

^IKff^lRrtj{eHIK9riS2Ta - 6- 28-1513 

F*-A(#*) 4C033 AB06 AB20 

4C034 AM06 AN10 

4C076 AA37 BB01 CC21 EE32M FF31 FF67 

4C084 AA17 M\35 KK52 NA06 N&07 NA12 ZC202 ZC352 

4C086 AA01 AA02 BC30 MA02 M\05 l*V35 M«2 NA06 NA07 NA12 

ZC20 ZC35 
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